: Illustration of the simulation with harmonic constraints at the ends of a peptide.
Displacement of the constrained C α atoms relative to the center of the harmonic potential is δr. The tug-of-war sampling analyzes the fluctuation of δr (double arrow) to calculate the force exerted on the constrained atom at the center of the harmonic potential. Fig. 2 . Among huco1, huco2, and huco3, the latter two have κ f in the cleavage region (triad 9-13) consistently lower than that of huco1 after 12 ns. The large decrease in κ f of huco2 in triads 9-17 during 20-24 ns is due to unfolding of this region that occurred at around 22.5 ns, as shown in Fig. 3c . 
